THU0330 MYCOBACTERIAL CORD FACTOR ANALOG INDUCES HIGH

IL-6 SECRETION AND MINCLE RECEPTOR EXPRESSION IN PATIENTS WITH TAKAYASU ARTERITIS
Background: Association between Takayasu Arteritis (TA) and Tubcerculosis (TB) has been in vogue for years. Scientific evidence for this association is limited. Objectives: To study pro-inflammatory cytokine responses and mRNA expression in patients with TA on exposure to Trehalose-6,6-dibehenate (TDB), a synthetic analogue of mycobacterial cord factor in comparison with healthy controls. Methods: Patients with type V TA satisfying 1990 ACR criteria and age and sex matched healthy controls were recruited. 10 ml blood was collected in heparin coated tube. PBMCs were separated by density gradient centrifugation. PBMCs were cultured with and without 5μg/ml and/or 50 μg/ml of TDB for 48 hours in RPMI medium at 5% co2 incubator. IL-6, TNF-αand IL-17 were measured in cell culture supernatant. RNA was extracted from the cells and quantification of gene expression was performed using sequence specific primers with SYBR green in
Step One Plus™ Real-Time PCR Systems (Applied Biosystems). Results: Twenty two TA patients and 21 age and sex matched healthy controls were recruited. Baseline characteristic of cases included median (range) age:26.5 years (15-49), male:femaleratio of 5:17, ITAS-CRP2010: 7 (1-26) and DEITAK: 7.5 (1-21). Both patients and controls showed response by secreting IL-6 and TNF-α upon stimulation withTDB. Relative induction of IL-6 was significantly higher in Background: Takayasu's arteritis (TA) is a rare large-vessel vasculitis characterized by persistent remodelling of the vessel walls. The role of innate immune cells in TA is poorly understood. Biomarkers to be used for assessment of TA activity and clinical outcome are missing. A trimodal pattern of myeloperoxidase (MPO) distribution (simultaneous occurrence of neutrophils with complete depletion, reduced and normal content of the enzyme) is detectable in the very early phase of acute myocardial infarction and has been associated with a burst of neutrophil interaction with activated platelets 1 Objectives: Here, we aimed at characterizing the phenotype of neutrophils and platelets in patients TA and correlating these biological findings with clinical data. Methods: neutrophil MPO expression has been studies in 93 subjects, including 21 TA patients, 20 age-and sex-matched healthy donors that served as controls, 25 patients with chronic stable atherosclerosis (CSA), eight patients with giant cell arteritis (GCA), five patients with gramulomatosis with polyangitis (GPA), four patients with eosinophilic GPA (EGPA) and ten patients with polymyalgia rheumatica (PMR). Blood samples were collected and processed as described 1-3 . Neutrophil MPO content, platelet P-selectin and High-Mobility Group B1 (HMGB1) in platelet derived microparticles (PDμP) release were assessed by flow cytometry. TA patients were then followed up for a median time of 3.43 years. Results: The trimodal distribution of neutrophils MPO content was identified in 17/21 TA, 1/8 GCA, 0/10 PMR, 0/25 CSA, 0/5 GPA and 0/4 EGPA patients; moreover in 0/20 healthy controls (ANOVA, F=15.22, p<0.0001). Neutrophil MPO content and the presence of neutrophils with complete MPO depletion in TA patients correlated inversely with i) platelet P-selectin expression (p<0.01), ii) the fraction of HMGB1 + -PDμP (p<0.01) and iii) disease duration, implicating an association of platelet and neutrophil activation with the disease natural history. In fact, the Kaplan Mayer analysis reveals that TA patients that had neutrophils with complete MPO depletion are at a significantly increased risk of ischemic complications during the follow up (long-rank=4.864, p=0.027, HR=36.15 abd CI-95%=0.15-7.51). Conclusions: Neutrophils and platelets are significantly activated in TA. Paroxysmal neutrophils activation, leading to complete MPO depletion, is a common feature and predict ischemic events and as such the clinical disease outcome. Background: Cardiac involvement is a significant cause of the death and disability in systemic vasculitis. The comprehensive analysis of histopathologic findings in polyarteritis nodosa (PN) can help better understand mechanisms of excessive cardiovascular risk in patients with systemic vasculitis. Objectives: To investigate the variation of cardiac pathological findings in autopsy cases of PN. Methods: A retrospective analysis of cardiac pathological changes was performed in 37 autopsy cases of PN over period of 15 years. There were 28 males and 9 females, ranging from 23 to 85 years. The median age at disease onset was 35, 7 years; the median duration of disease was 2.1 years with a range of 2 month to 7 years. Results: The destructive-productive vasculitis of the coronary arteries have been found in 30 cases (81.1%) of PN. The vessels most affected were myocardial, and epicardial medium and small-sized arteries. Histologically, the remodelling of coronary artery tree in PN had a wide range of acute and chronic changes that likely were depended on the duration of the disease. There were three types of pathological findings: (1) arteritis with predominantly destructive changes; (2) arteritis with predominantly proliferative changes; (3) destructive-productive arteritis. The early phase of PN has been characterized by abnormalities of vessels wall from mucoid swelling to fibrinoid necrosis. The most common was panarteritis with involvement of all layers of the arterial wall, and inflammatory responses with intramural, and perivascular infiltrates, mainly composed of lymphocytes, and neutrophils. However, endo-, meso-, and periarteritis also were observed in some cases. The most remarkable lesions in coronary arteries were the nodules visible to the naked eye along coronary arteries. They were present in 9 cases (30%), and can be described as well-demarcated nodular thickening of the artery walls with size from 0.1 to 0.4 cm. The pathological basis of nodules are areas of focal inflammation, destruction and aneurysmal dilatations of artery wall. In cases of chronic course of PN, the intimal hyperplasia due to proliferation of endothelial cells have been observed. Interestingly, that this productive endarteritis with luminal narrowing of coronary arteries was common in patients who were exposed to different types of occupational xenobiotic (silica dust, pesticides, insecticides, solvents, heavy metals). In 5 (16.7%) cases, luminal occlusion due to intimal proliferation, fibrosis and thrombus formation
